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Washington, D.C. 20231 



Prior to the initial examination of the above-identified application, please amend the 
application as follows: 

In the Specification : 

Please enter the attached substitute specification of the above-identified application. 

Thereafter, on page 1, delete the paragraph 1 (immediately preceding the Background), and 
insert: 

- Cross-reference to Related Applications 

This application is a continuation of U.S. Serial No. 09/234,651 , filed January 21, 1999, 
which claims the benefit of U.S. Serial No. 60/072,560, filed January 21, 1998. 

Statement regarding Federally Sponsored Research 

Research for this application was partially supported by Grant No. 58684 from the 
National Institute of Health (NIH). - 



PRELIMINARY AMENDMENT 



Dear Sir: 



In the Claims : 

Please add claims 21-27 and cancel claims 1-20 without prejudice or disclaimer: 



- 21 . (New) A method of predicting an increased risk for prostate cancer, comprising: 

measuring the concentration of IGF-I in a body fluid from each of a reference group of 

healthy individuals without prostate cancer to establish a reference level; 

measuring the concentration of IGF-I in a body fluid from an individual; and 

comparing the concentration of IGF-I in the individual to the reference level, wherein an 

elevated concentration of IGF-I above the reference level indicates an increased risk for 

prostate cancer. 

22. (New) The method of claim 21 , wherein the body fluid is blood, plasma, or serum. 

23. (New) The method of claim 21 , wherein the IGF-I is total IGF-I, free IGF-I, or complexed 
IGF-I. 

24. (New) A method of predicting an increased risk for prostate cancer, comprising: 

establishing a reference level of the concentration of IGF-I in a body fluid from healthy 

individuals without prostate cancer; 

measuring the concentration of IGF-I in a body fluid from an individual; and 

comparing the concentration of IGF-I in the individual to the reference level, wherein an 

elevated concentration of IGF-I above the reference level indicates an increased risk for 

prostate cancer. 

25. (New) The method of claim 24, wherein the body fluid is blood, plasma, or serum. 

26. (New) The method of claim 24, wherein the IGF-I is total IGF-I, free IGF-I, or complexed 
IGF-I. 

27. (New) A method of predicting an increased risk for prostate cancer, comprising: 

measuring the concentration of IGF-I in a body fluid from an individual; and 
comparing the concentration of IGF-I in the individual to a reference level of the 
concentration of IGF-I in a body fluid from healthy individuals without prostate cancer, wherein 
an elevated concentration of IGF-I above the reference level indicates an increased risk for 
prostate cancer. - 

Remarks 

This application is a continuation of U.S. Serial No. 09/234,651. 
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Applicant hereby submits a substitute specification (excluding the claims) under 37 CFR 
1 .25(b). The substitute specification includes no new matter. 

A marked up version of the substitute specification showing all the additions and 
deletions to the specification of record is attached. 

A clean form of the substitute specification is also attached, pursuant to 37 CFR 1 .25(c). 
The paragraphs have been individually numbered in Arabic numerals, and are not shown as an 
addition in the marked up version in reliance on MPEP 608.01 (q) ("Numbering the paragraphs 
of the specification of record is not considered a change that must be shown under 37 CFR 
1.25(b)(2)."). 

Claims 21-27 have been added to claim an invention the Applicants' wish to protect. 
Claims 1-20 have been canceled. 

Certain claims in the parent application were rejected as anticipated by Mantzouros et al. 
The Examiner for the parent application correctly noted that Mantzouros teaches a method of 
measuring IGF-I levels in the serum of normal controls and men with prostate cancer or benign 
prostate hyperplasia. In addition, Mantzouros found that the men with prostate cancer had 
increased IGF-I levels. However, Applicants wish to underscore the point that that in 
Mantzouros 1 study, the men with prostate cancer already had prostate cancer when the 
measurements were taken. 

In stark contrast, the Applicants' entire study design was prospective, no parties had 
prostate cancer when the measurements were made. The superiority of such a study design is 
that IGF-I levels are measured before any possible effects could be produced by the prostate 
cancer. Of course, the price of a prospective study is that the Applicants had to make the 
measurements and then wait to see which subjects developed prostate cancer. As a result of 
the prospective design, the Applicants truly demonstrated the correlation between high IGF-I 
levels and the risk of developing prostate cancer. 

Thus, Mantzouros fails to teach a " method for predicting an increased risk for prostate 
cancer " as claimed in the preamble of new independent claims 21 , 24, and 27. Applicants 
further note that Mantzouros fails to suggest a "method for predicting an increased risk for 
prostate cancer" because the increased IGF-I levels that were measured could have been 
related to the rapid cell proliferation of cancer. As a secondary consideration, the Applicants' 
findings, and not Mantzouros', produced an academic sensation, including publication of their 
results in SCIENCE magazine, a highly respected academic journal. 

For the foregoing and other good reasons, Applicants believe that the new independent 
claims 21 , 24, and 27 patentably define over Mantzouros. Should the Examiner have any 
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questions or comments, the Examiner is invited to telephone the undersigned at the number 
listed below. 



Dated 



: 7k. l&ML 



Respectfully submitted 




Brian J.THubbard 
Registration No. 45,873 



HAYNES AND BOONE, LLP 
901 Main Street, Suite 3100 
Dallas, Texas 75202-3789 
Telephone: 214/651-5058 
Fax: 214/651-5940 
File: 28758.57 

D-941523 
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